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mm^] mmm 

Mo 

^'')v^^ym. TTsj-^^^ym. mmit^mm. ^r>'^tn^.c7)^gi_hi^^ 
[ft 7 ] ^mm^mm\^-^ :ty^^mm'\iMx^^m^m e fciE«(Z)itig 

[0 0 0 1 ] 



1 



miiE#2 000-3051950 




M^mmmi^mm^- (Hepatocyte growth factor : ^T. ^^mmmiZ^^^X 

s t.^7);^^#«^$4'lTt^s= \^ h^fmnmmi^Mm^ (sat. :^mmmi^^^^x r 

hHGFj tVi^tm^:^'^$>^. ) It. :ki:m^iZ-^')m&M0kmm\iB.mj:'J M.tii 
^tl (#rf€E3S63-22526^^^) , ^COWi. (C J; U h H G F ^ > K(7) 

^#lf€¥3-72883-^i>#) „ $ ^>{C^C7) c D.\ A ^rMl'^J'c h HG F ^ >y^°^ftCO^ 
[0 0 0 2] 

hHG Fti)^3?>7N°i7M®-aT-*U, 53-^*li#jl7C'-t^M-eti,1t^80~90 KDa. 
M7i'-^MXitm52^56 KdaCO a-^-^'n—y h tmS0^36 KDacZ) /3 if ^'n - }> tJj^ 

, (scatter factor ; SF) ^aiM*Hl=_h>g|fflJ9STOI3^vS 

LT^SU, ^Tii^Bt^iS^, ^Ii;J^B-i^iK^. mW^\^m-i^mM. W^ffiM^J, 

^ [0003] 

HG FC7)S^^J^CoV^Tii, W090/10651d^^, if#P^^6-247872-^^?g, 

9 -25241-^^$g(ClH:«7:)"^^So ±HHW090/10651i>$g{C(j:, H G F ^ J:b«e U T T ^ 

y 5^«;^-^i^^Lfc-rU >^^y(Z)HG F (TCF) (D7i^mm.^M:^^m 

^6-247872-^d>^{C(j;, ^SftT ^ 7 T C F it^ ^ il {C J: U , T 

CF 5:5-10 mg/mi(7)mmmiz^m^^r^mMti'^m^^^nx\^^^. z.(D=pm^K 
itTc Fcoyi^mmxcomm'\±-f3^mj^^nx^'} . tc f ^mmmiz^m^-^r^yi<i 
mwL-fi'^mB-^nx^^^. 

[0 0 0 4] 
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[0 0 0 5] 

# #r^¥9 -25241-^ -i^^CtiHG F (TCP) $ 4xT S U , 

h-^l/^^rM'^^-S^^fCj; zgagreltCt) ^; ^^7^ H G F (TC 
F) itMI^;^i^M^^i«-e^S3i:;^?'^g(^$t^Tv^-5>„ L ;^)^ L ^ 7b'^ i^. . :icDi*^g 

1? c7) -imM^s, m\tmM ^ mm -t^rj^^a^ mm & ^ l t v n ^ „ 

[0 0 0 6] 
[0 0 0 7] 

[^M *b(D^m] 
ff^).^, >r-ar^^-f4, ?§f^'f4, :^^^#^^'f4(Z)R$f 7S^ig^g$^;^$^M$:$^it-t 
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T $ tl t (Z) T- o 
[0 0 0 8] 

t^j^tD-b. :^m^lt. HGF, ^l^itm. ^ft^hU-^A, &t>'M«^i ^^^1" 
# 3C7)HG Fi^*g$g^S^Mfi, *f*L<(i, HGF$:5 mg/mig^T (Omm-C-^ 

iiLTfi, MS, 6. o^^^7. 0(Z)«gffl?r#tfo:i^}0>T-^, ril^Mi:LTM 

mmf±.i:t (1~2) ^^if^Z.h:^'^-V^^. 
[0 0 0 9] 

u ym^r&s±s?.HG Fm%^^mmm ^ ib^z^m^'Y^m^-^m-r ^ ±,mnG 
Fm^'^mmm ^wm'\^mm^^^y\^^m'^^mx-^^±.uHGFWi^m.m 

[0010] 

:^m^com^$imnMiz^tn^uGF(Dmmitn\zm^-^tifjt^K m^\t. h 
. tr:zit^^mizHG F ^m^t^mm:h'^^mcoHG f ^mmLx 
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ikm, MRc-5 mm. im-q mmf^^m^m^'mmm. ^'g)V^ii^f#F^^3-285693-^ 

4:i^{Cia«c$tl/t:^^(Ct^ei.\h HG F $:zr- K^-S c D N A ^^ti^m^ '!7 ^ - 
[001 1 ] 

&zj^yxitmALt=.mmMBM'pmm^^^xitnmLr^^k^i^^m^^x^ 

r?g¥3-130091-^^$g, 1313-255096-^^^. [pI4-30000 ^^^n. Nature, 342, 440 

-443 ( 1 989) ^ {C ia« $ tl =fe (Z) §: ^ (f S 3 ^ -e ^ S „ 
[0012] 

^ ttf^t^tL<. 4t{C^Ef ^ LV^HG Fi: LT, #§1^3-72883 -^^#;5:t>'#PI¥4- 
89499 #^^{C|H«(Z)T^ Jmm^^iXm^tl^%(D^^if^:it.:fy^X'^^. 

1) SDS-PAGE (#ig^^f^T) iCj;§m^4>^a;^)'^J^7 6, 0 0 0-9 
2 , 0 0 0 "efeS, 

2) BmMmm^mm^'&^m-\i^m-t^. axj 

3) ^AU >^C^LT5Sv^i^f^'f4$:^t-'5o 

4) 8 or, 1 O^^pgcDAP^^gifCj; U_tlSvS't47!)-^^^S-t-5, 
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[00 1 3 ] 



HGFii, cf^ttp H^CfcH^THG FtTD^m,-^. ( p I = 7~ 8) tM^^^fz-^lzm 
MfK:^'^^Mlzi&rt^t^^-or^m^%'LX^^^. Mx.ti\ 140 rnM^^ft^ h U -i/A 
5:^W^S10 mM'J ymi- h U ^ l^mmm C P B S ; ^iS) ^C^^^.^T p H 7. 0 
~7. 5 f^ifiT-til.O IDg/mL||(7){gV^?gj^Jt $:77:-r7!)\ pH5. Of^iffTiiS mg 
/mLI^±(7)?§^jg$:^L, HG F(Z)^i^^{j:{gp Htl-er^<^^. ^ T^c, ^^t-:*- 
h'J ^J^mmOA^ ^13l.tHGFCDmmmtl ing/mLgJg-efeU> 0.3 MJ:^±i:-r 
S^HGFiiS ing/iiiLa±(Z)aJgT-?§^t-S. ^^oT> H G F (7)^«?JS ±# ^ 
-tt^^c^fbicii, p H 5 J.:;^Tc^^tt^f4^i:t-^^\ ^ Ji^^t^ h U A^IM 

[0014] 

tr^. HGF, MijM, h U '^^AOO 3^r^i3^$r^t.^HG FiS^g^^S^m 

(^f np1¥6-247872-^^f§X{i^#^¥9 -25241-^ i>^fCSB^<Z) (D : HGFjgSti 
5—20 mg/mL) ^C^>V^T, H G F (Z) tfcM^ if 00 TpIM ^ [Si^i- -5 ;t «^ fC H G F C^-^ 

^* $:{ST ^ i: , mU^MJimiz ^3 v^T - ^ T^j'^ff <i i: r«i 
MTb'^feU, SibfC, ±ga3^£^^*^^^#ii4^f-^^^g^^a^M$:^?§ft?L^c:^^?Sl:- 

- ^m^'\± is J: v^TKmrn fc (i- s u&^^'\icDikm g i: l mum cb is- 

[0015] 

Ht. ^i^t.li^tmmXit-{iMm(Dmmf±.i:ttLXmm-^tl^Umi±i:t (1-2 
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[001 6 ] 

^ ^ >^ ; T;^7\°^df?>^ ; n > K n 5=- ^ifL^. ^^-'^l/V^^^ 

mit^nf:i^^^tiK $f ^ L < ttHG FCOMMIC^^LTO.OI— 100 f^(7)fi*-r;-fe 
S^iZttft. L < ti0.1~30'fg(7)S*X3"^^{f f^jtl-So 
[0017] 

mtLX. ^SL<tt, iSt^Epttc^ P HM^T-MWfg^r^t-'g) U >^/-^'^y :7T- 
$:Mv^^r ^Tb'^-e^, 4tfC^^ L<liU h U '^Ay-s^^y 7T-?:MVN^:ii: 
Ti'^T-^^^ M«^RIc7)^.*t]*«, Mx-ti. ^^j^^6D7K4fC^LT 1 -100 mM^M 

[0018] 

izii. ^i^tmmt^ji^^^fj:mm}±^mmx^^m^mm^tntj:<. mzxi. 

[00 1 9 ] 
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■\±M^'^^i]u-^^ ^tiz^-DX. nmm'^(DHG F (Dnm^<D^&m^?>^±^^^^ 

, HCO-40, HCO-60, :7°;b P - -y ^ F-68. U X ^ U ^' 'J 13 - ;i/^C7D^^-r 

yi-y^^wrs^m^^-if^::.tti^x-^. ^ ^ r.m&.±m^-^iDii:x m^^x ^ 
9 nrnm^oTi^mmzMLxo. 001^2. o%com.mx&^a 

[0 0 2 0] 

MSLT/W r)imxitry'fji^(D^^iz^-iiLxw^^'m^^:r.t:fy^x^^ 

±m. \^mm. mmm. Mm^tm^^^^-^/vx^^x^j^^^^ m'^$^m:^mt.i.x 
it. mipiit. (1) n&rx^^mnut^WirMm. (2) ^«^c^fe^*$tl^v^ 

2 ?^fg:^ii@(^ 3 o(Z)-^&^^^fC J;S;^a^;^)'^#tf ^n-g)*'^ (Pharm. T 

ech. Japan, 8(1), 75-87, 1992), :^m^comu$immm(Dmm.yjmitz.(Dijm 
\zm^^ti^:ititfjt\.\ :^mn(7)'mmmmmit. mmiz^vx. HGF^^ig 

[0 0 2 1 ] 

[mmm] 

&.r. mmm^^\fx^mn^^ibiznmizMm^^:^K :^mMitzti'ocomm 

mizm^^ti^^cDXittit^K 

mi : i&mm HGF m^^mmm CO i'f^ (it^M) 

140 mM^^t^ h U '^A, 0.01%;tfU V;!.^- h 80 ?r f -S 10 mM U ymmmm 
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(pH6. 5)iCHGFl mg/mlttit^ ^ol^zmmi.. MSzijl L 7t#:tC H G F 
[0 0 2 2] 

U!^ CC) 20 -> -40 -40 -40 -> -20 -20 -20 -> 20 20 

mm (Hr) 1 5 3 48 2 24 

f£±i (lunHg) 760 760 <1 <1 <1 <1 

[0 0 2 3] 

140 mnm.it^ h V ^ I^. 0.01%aKU y;i/K- h80$:^^-r-g>10niMU ^^MtfiM ( 
pH6. 5)tCHGF5 mg/mltfj^^^OlzmUmmi.. L 7^ H G 

[0 0 2 4 ] 

ms : i&m^H OF wimmmMo^i'^m amm) 

140 mn^it^hV^I^. 100 mMT;i/^— 0. 01% aK U V - h 80 Sr-g-^-T -5 
10 mMU (pH6. 5){CHGF10 mg/mLi; -5 i {C?§i!^L, 

^iti§L;t=^{cHG F*?§-^^f#^c. :^7i^mw.(Dp H^Mmi^r^mz. mmmiz 

GFmg|g!^I^M?:#^c. 
[0 0 2 5] 

: {£j^;SHG F^t^g^^^i^M^TD'f^S^ (ifci^M) 
300 mM^^t-:*- h U r;? A, 0.01%;K U V h80$:-^?g-t"-5 10 mM^ai>^^'^ 

M (PH5. 0) JCHGF 1 mg/mLh^-g) J: {C^^L, .^S^tii U 7t=^{C H G 
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[0 0 2 6] 

300 mM^^t^ h U ^^7/,, 5%yu^>. 0.01%;t; U y;b/<- S80$:^;tt-'S>10 mM 
^x>SEM^iiM (PH5. 0) ICHGF 1 mg/mLi: 4^ -5 J; ^5 {C?§^ MSiti^ 

[0 0 2 7] 

300 mM^^b^ h U '^'Z^, 5%T^ — >, 0.01%zK U V;i/'^- N80$:^^f -2) 10 mM 

^jLymmmm (phs. o) jchgf i mg/mittjt^^-Dizmmv. Mmmm 

Lr^^iZHGF7i^mm^nr:io p H^rHMLfc^tC Mm^iz/i^y 

[0 0 2 8] 

^ : ig^iSHG F5:*Mf2i^$^^J(Z)fti^ 

140 mM^-ft^ h U A, 100 mM T ;i/ df^ - > §: ^ ;t t" -5 1 0 mM'J^^^Wit (pH 
6. 5) (CHGF 1 mg/mltf£^^-^iZmmL. Mmmi^h f^^iZ H G F iK^m 

, m 1 (D;m-§^m(7)^if^t\simo)^i^iz^^)i&mmHGFm%^^'mmm^mr^. 

ZCDmrnitmrnmiZZ mlCOO.^mmWTi^izmm'r^Zt.lZj^^JHG F ^ l mg/ml 
^^L. p H-ei^^$tl^it^I±J:t ( 1 . 5 ; ^r^t-^tilt 

[0 0 2 9] 

M8 : i&mi^HG F]m^m.mmmcoii^m (^mE) 

140 mMJ^ft^ h U A, 100 mMT;i/:ir- 0 . 01 % :K U V ;b ^ - h 80 ^-f -5> 
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10 mMU>^M1il?S (pH6. 5) (CHGF 1 mg/mLtf£^ ^ O izmML. MM 
[0 0 3 0] 

140 mMJ^^t-f h t7 A, 100 mMy;i/dp'->\ 0 . 01 % ;K U V - h 80 -^^f 
10 mnVymmmWi (pH6. 5)(CHGF2 mg/mLt.f£^ ^ O izmML. 

mmLtcmzHCFTf^mm^mr^. ^yi^mmcopH^mmLtc^. ^.mmiz^-f 

[0 0 3 1 ] 

Mio : i&mmHGFw^^mmmcoi'fm c^mn) 

UO mnm.'it^ h V O 2^. 100 inMT;i/df^- Q.01%7t<VV hSO^^m^^ 
10 mMU ( P H 6 . 5) (C H G F 5 mg/mL^ J: e) iC^^ MM 

■mmLr:imzHGF7K^m^mt=.o *7K?§M(Z)ph$:ii^l^-^, ^sms^ic^^v 
r;nffi{c2 mLoo^^L, mi(D'm^n'm(D^i^t.mm(D^mz^'')i&mmuG 
Fmm^mmm^mt^. 

^ [0032] 

Mil : iSliSHGFmSfg^^S^mcZ)!^!^ (:^mn) 

M8^Ci3V^T, 10 mMU V^^'^IK (pH6. 5) CDf^fc U {CIO mM U 

(pH6. 0) $:M(<^T. HGF 1 mg/mlt fj^ ^ J: o IzmML . i&mmHCFW 

[0 0 3 3] 

mi2: i&mmHGFnunmmm(Di'^m (.^mn) 

M8^C^3V^T> 10mMU>®f^®?K (pH6. 5) (Z)f^4^ U tClO mM U > ^MIBM 
(pH5. 5) $:fflV^T, HGF 1 mg/mL t S j: tC^^ igit^HGFJt 

[0 0 3 4 ] 
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MStZfeUT. 10 ■nMU>^^1iji« (pH6. 5) (D^tD^JiZlQ mM'j>^^|im 
(pH7. 5) ^ffi^^T. HGF 1 mg/ml.tf^^^OizmML. i&mfS.liG Fit 

[ 0 0 3 5] 

M14 : i&mmu G F m^nmmmcDii^m c^^^m) 

(pH7. 0) $:MV^T, HGF 1 mg/mltta^ ^ O iZ^ML. {Sti^gHOF^i 
^ [0 0 3 6] 

[0 0 3 7] 

M16 : iStg^HG F^t*S^:^$^Mc7)>f^S^ 

[0 0 3 8] 

^ mi7 : i&m&HGFWimmmmcDi'fm (^mn) 

[0 0 3 9 ] 

mi8: i&mmHGFmmnmmMo^i'^m (-^mm) 

[0 0 4 0] 

M19 : <£ii^HG Fit^g^^S^M^Z)^^!^ (*5g0^) 

M8(c^3iNT, T;i/^->c^f^fc u (c v^^-^ > 5:fflv^T, (SiSS H G F 
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[0 0 4 1 ] 
[0 0 4 2 ] 
[0 0 4 3] 

muGF mu^mmm ^mr:i. 

[0 0 4 4 ] 

M23 : i&mmHGFmM^mmM(Di'fm c^mm) 

MSfcisvxT, rjv^-y(Di^t)^jiz^^vyy^m^^x. i&mmnc Fmu^m 

[0 0 4 5 ] 

M24 : i&mmHGFm%^^'mmm(^i'fm c^^m) 

[0 0 4 6 ] 

M25 : {£-aSHG Fi*^g^^i^Mc7)'f^$^ 

140 mMi^^b^ h y t^A, 0.01%;K'J y;b/<- h80?:-^^^§10 mM U ymi- h U 
•^A^WIgCpHS. 5) lZ^^:7.h^yWimi-hV^A50mg/mLtfjt^J:oiZ 
mMLtzmz. HGF 1 mg/mLii^S^-g) J: e) tC^jl^LTtc ^VaT, pH^rM^LT 

^mzj:^)i&mmHGF m%^^mmM ^mr:^. 

[0 0 4 7 ] 

n^^mi : HG F(Z)^^S(CKt-S#ffi 
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(1) HG F<7)mmm<.Dwm:^m 

^^tt)^I:®vl:^5>it (i5,ooorpm, lo^^rei. -^t^s) ^n^\ ncFm^mmt 

^U^°TGV (j^7K'ffi5^'^^:t<T ; 0.22/iin) T'^tiigL, Wi^tlActg^ 
^m^(DUG FmJ^^UP LCm i^'JimMm) (Ci;U^*L, HCF^Dgg^^ 

^ [0 0 4 8] 

H P LCJCcfc^^^^^f^^ 

;^^A;TOSOH TSK G-3000SWX L ( </> 0 . 78 X 30cm) 

; 0.3 ml/min 
^ffiM^ ; OD 280niii 

; 30°C 

^^Ur- ; 0.3 M NaCl, 50 mM Phosphate Na, 0.1% SDS, pH7.5 
y-Zt^-i ; 50^ 1 
H G FCD'^i^^fS ; 24.0 min 
[0 0 4 9] 

(2) HG FO^^SJCfe P HCOf^W 

140 mM^^b^ h U A. 0.01%;tCU V;i/^- h 80 ^^i" -5, 10 mM U N U 

-^A^ij^^-e, P H(7)^;S:-5^?S&si|^L, 4°C^3J:t>'20°C(Ci>W-e HG F(Z)^ 
^m^(l)(Z);^^-e^t^L, ^(7)^.g^?:^2 tC^Lfco P H(D{gT^C'f¥V^HG F 
tCit^DL, P H5.0;:;^TT-.^^^^^S(7)f6j±;^-<5i|g$tlAc„ ^ 

[0 0 5 0] 
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[IS 2] 

2 0 °C 4 °C 

pH7.5 0.8 0.4 

pH 7 . 0 1.8 1.0 

pH6.0 2.3 1.3 

pH5.0 5.9 4.2 
( H G F (Dmm^ ^ mg/mL T /T^ L T^c ) 

[0 0 5 1 ] 

^hU'^A^W^S (pH7.5) ^mm^L. 4°CfeJ;t>'20°CfCfit-t^HG F^j!^;^$: 

[0 0 5 2] 
[^3] 

2 0 °C 4 °C 

M'}^tU 0.3 0.1 

+ 14 0 mM NaCl 0.8 0.4 

+ 2 3 0 mM NaCl 3.2 1.4 

+ 3 0 OmM NaCl 8.5 4.0 

+ 9 0 0 mM NaCl >190 
iUGF (Omm!^^ mg/mL T'^^Ljt) 

[0 0 5 3 ] 

(4) H G F commmiz ^ j: i.$t^m^^i\:M(Dmm 

(7)W^tUM. 140 tnMigfb^ h U -^7 A, 0 . 01 % ;JCiJ y - S 80 -g"^ "T S 10 mMU 
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>mi- h V ^ i^mmm (pH6. 8-7.5) iz. hgf 1 mg/mitf^^^ ^oizmmt 
. HG F Ti^mi^^mr-. 96Tk-v-( ^ u ^ ^ - ^ ly - hiz^^y ^ji$>r-^)2oo n. 

loof>\4L. 4°C{CT48B#rBl^^FLAc^, ^' b - h U - ^' - T O D 450 nm^r 
ifi|/E L H G F-/Kfgi!^(7)?f Jg$:^«^^, HQ F(7)^j^J^;^^^gr H G F t^'^M* • 

[0 0 5 4] 

''^M^hx^x. y^jmi^nM (t;i/^->, ';i^'>, t:x5^t/~>, 

, mm7mm (-^y-h-ji. mm. hi^nu-^. T^'K-i?*!, ^j)i\:fh-jv. 
v3«s, fL«g) . M^'^msmm i^^:^h^ymmi-hv ^i^. ^r^y^h^y 
. PEG) , ^y^-^^mmsmm (hsa, m-t^^if^^y. m.m'\^ii'^^y) , 

#®?S'f4M4M^ (jK'J y;^^- hso, jKU y h20. hco-40, hco 

-60) iz-D^^xuGFa^mmmiz^jzi^rmm^mmLtct.^^. rn^cDmrniz 

HG F(Z)^^S$:«^^1-^^^f[:#ffl}^>l?>«?)'itl7^c„ 
[0 0 5 5] 

r 7.A^^ymi- h 'J Ls. iy^^^y. y°nvy (o. 

05 M-eyij||;b^5tlS$tl^c) . &t>'#«i?ll : -r-'^^^ h ^ h U A (0.1% 

i:-'xij:^A'':?tfg$4afe) = mm^j^m^f^^u/^'^nr^y ^ jmiz-zi\^^x. m^comm 

COy^jm. 140 IDM^'ft::^ h U '^A, 0.01%;t<U y;i/^- N80$:^;&-r-g)10niMU 
h U AMIijIS (pH7,0) ^iiS^L, rCiZ:^n^HGFCOmmm^(l) 

[ 0 0 5 6] 
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1 . 6 


+ L 
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8 


1 . 4 


+ L 
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3 . 


2 


1 . 6 



[0 0 5 7] 

P H^i:?>*aSi±J:b$:^LT^U, ^tM^ fiM^ if?!)^^ D V^(Z)■r^ MmmcoU 
#*'^^tg-efe^„ HG F^i^ffi^■T-*;^^C^3V^T0. 01 — 0.1 mg/kg/day ^^©^g;^ 
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[mm] 



v±wM^ LTM* Lv^ p H mxi^e. o*^•b7. o(Dm.m) Mmmj± 

m 
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mm^^ [000005968] 
1 . ^m^E 0 1994^10^200 
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